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In the Claims: 



Amendments 



Please cancel claims 30, 54, 74, 91 and 106. Please amend claims 29, 44, 



101, 108, 114, 116, 118, 120, 122, 



47, 51, 56, 65, 68, 71, 76, 82, 85, 88, 93, 
123, 125, 128 and 129 as follows. 

1-19. (Canceled), 



20. (Previously Presented) A compound of formula (I) 




wherein 

R is a halogen atom or a Ci^ alkyl group; 
R 1 is hydrogen or a alkyl group; 

R 2 is hydrogen, a C 1-4 alkyl, C 2 ^ alkenyl ojr a cycloalkyl group; or R 1 and 
R 2 together with nitrogen and carbon atoijn to which they are attached 
respectively are a 5-6 membered heterocyclic group; 
R 3 is a trifluoromethyl, a C 1-4 alkyl P a C 1-4 alkoxy, a trifluoromethoxy, or a 
halogen group; 

R 4 is hydrogen, a (CH 2 ) q R ? or a (CH 2 ) r COj(CH 2 )pR 7 group; 

R 5 is hydrogen, a C 14 alkyl or a COR Q gro!up; 

i 

R 6 is hydrogen, hydroxy, amino, methylannino, dimethylamino, a 5 membered 
heteroaryl group containing 1 to 3 heteroatoms selected from oxygen, sulphur 
and nitrogen or a 6 membered heteroaryl group containing 1 to 3 nitrogen 
atoms; 

R ? is hydrogen, hydroxy or NR 8 R 9 wherei i R^and R^are independently 
hydrogen or alkyl optionally substituted by hydroxy, or by amino; 
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R l0 is hydrogen, a C1-4 alkyl I group or 

R 10 together with R 2 is a cycloalkyl group; 

m is zero or an integer from 1 to 3; n is z^ro or an integer from 1 to 3; both p 
and r are independently zero or an integer from 1 to 4; q is an integer from 1 
to 4; provided that , when R 1 and R 2 toge ther with nitrogen and carbon atom to 
which they are attached respectively are b 5 to 6 membered heterocyclic 
group, i) m is 1 or 2; ii) when m is 1, R is not fluorine and iii) when m is 2, the 
two substituents R are not both fluorine, 
or a pharmaceutical^ acceptable salt or solvate thereof. 



21 . (Previously Presented) A compound 
n is 2 and R 3 is trifluoromethyl both at the 



as claimed in claim 20 wherein 
3 and 5 position. 



22. (Previously Presented) A compound as claimed in claim 20 wherein 
R is selected independently from halogen or a d_4 alkyl group and m is 1 or 2. 

i 

23. (Previously Presented) A compound as claimed in claim 20 wherein 
m is 2, R is selected independently from Ipalogen or methyl group at 2 or 4 
position. j 



24. (Previously Presented) A compound as claimed in claim 20 wherein 
R 6 is hydrogen or a methyl group. I 

I 

25. (Previously Presented) A compound as claimed in claim 20 wherein 
R., is hydrogen or a methyl group. 

26. (Previously Presented) A compound as claimed in claim 20 wherein 

i 

R 4 is hydrogen, a (CH 2 ) r CO(CH 2 ) p R 7 or CjH 2 ) q R 7 group, wherein R 7 represents 
an amine, both p and r are independently zero or 1; and q is 1 or 2 . 



27. (Previously Presented) A compound 
R is selected independently from haloger 



as claimed in claim 20 wherein 
or methyl, R 3 is trifluoromethyl both 
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at the 3 and 5 position, R-j is hydrogen or methyl, R2 is hydrogen, methyl, 2- 
propenyl or a cyclopropyl group or together with R 1 is a 3,6-dihydro-2H- 
pyridin-1-yl, a piperidin-1-yl or a pyrrolidin-1-y| group, R 10 represents 
hydrogen, a methyl or R 10 together with R 2 is a cyclopropyl group, R 4 is 
hydrogen, an aminoacetyl or amino ethyl 
methyl group. 



group and R 5 is hydrogen or a 



28. (Previously Presented) A compound as claimed in claim 20 wherein 
R is selected independently from halogen or methyl and m is 2, R 3 is 
trifluoromethyl both at the 3 and 5 position, R., and R 2 are independently 
hydrogen or methyl, R 4 is hydrogen and lj? s is hydrogen. 

i 

I 

29. (Currently Amended) A compound selected from: 
2-(4-fluoro-2-methyl-phenyl)-piperazine-^-carboxylic acid (3,5-bis- 

trifIuoromethy[-benzyl)-methyl-amijde; 
2-(2-isopropyl-phenyl)-piperazine-1 -carboxylic acid (3,5-bis-trif luoromethyl- 

benzyl)-methyl-amide; | 
2-(4-fluoro-3-methyl-phenyl)-pipera^ine-1-carboxylrc acid (3,5-bis- 

trifIuoromethyl-benzyl)-methyl-amide; 
2-(2,4-difluoro-phenyl)-piperazine-1-carboxylic acid (3,5-bis-trifluoromethyl- 

benzyl^methyl-amide; 
2-(4-fluoro-2-methyl-phenyl)-piperazine-1-carboxylic acid [1^(3,5-bis- 

trifluoromethyl-phenyl)ethyl]-methyl-amide; 
2-(4-fluoro-phenyl)- piperazine-1-carboxylic acid (3,4-bis-trifluoromethyl- 

benzyl)-methyl-amide; 
2-phenyl-piperazine-1-carb0xylic acid (3 T 5-bis-trifluoromethyl-benzyl)-methyl- 

amide; I 
r i 

2-(2,4-dichloro-phenyl)-pipera2ine-1-carboxylic acid (3,5-bistrifluoro 
methyl-benzyl)-methyl-amide; 

2-(3 r 4-dichloro-phenyl)-piperazine-1-carboxylic acid (3,5-bistrifluoro 
methyl-benzyl)-methyl-amide; 
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2-(4-f luoro-2-methyl-phenyl)-3-methyl-pif|erazine-1 -carboxylic acid (3,5-bis- j 

trifluoromethyl-benzyl)-methyl-ami!de; 
2-(2-methyl-4-fluoro-phenyl)-6-methyl- piperazine-1 -carboxylic acid (3,5-bis- 

trifluoromethyl-benzyl)-methyl-amijde; 
2 - ( 4- f l uoro - 2 - m e thyl - phony l ) p i poraz i no 1 c a rboxy l ic a c i d [1 (3,5 b i o 



4-(2-amino-acetyl)-2-(S)-(4-fluoro-2-m 

acid (3 f 5-bis-trffluoromethyl-benzyj)-methyl-amide ; 
2-(S) - ('1 - flLioro 2 mothy l phenyl) 4 (pipori i dino - 'l carbony l ) p i porazino 1 

carboxyl i c ac i d (3,5 bis trif[uoromc|thy l bonzyl) mothyl amido; 
4-(2-amino-ethyl)-2-(S)-(4-fluoro-2-meto^^ 

i 

acid (3,5-bis-trifluoromethy[-benzyl)-methyl-amide; 
2-(S)-(4-fluoro-2-methyl-phenyl)-piperazine-1-carboxylic acid [(1-3,5-bis- 

trifluoromethyl-phenyl)-cyclopropy]-methyl-amide; 
[2-(3,5-bis-trifluoromethyl-phenyl)-py^ 

phenyl)-piperazin-1-yl]-methanone; 
[2-(3,5-bis-trifluoromethyl-phenyl^ 

fluoro-2-methyl-phenyl)-piperazin-i1-yl]-methanone; 
2-(3,5-bis-trifluoromethyl-pheriyl)-piperidi >1-yl]-[2-(S)-(4-fluoro-2-methyl- 

phenyl)-piperazin-1-yl]-methanone; 
2-(4-fluoro-2-mothyI-phenyI)-piperazine- 

trifluoromethyI-phenyl)-but-3-enyl]-r 
2-(4-fluoro-2-methyl-phenyl)-piperazine-1- 



-carboxylic acid [1-(3,5-bis- 

methyl-amide; 

carboxylic acid [1-(3,5-bis- 



trifluoromethyl-pheny|)-2-methyl-propyl]-nriethyl-amide; 
2-(4-fluoro-2-methyl-phenyl)-piperazine-1rCarboxylic acid [(3,5-bis- 

trifluoromothyl-phenyl)-cyclopropyj-methyl]-methyl-amide; 
and enantiomers, pharmaceutical^ acceptable salts, and solvates thereof. 



30. (Canceled.) 



I. 



31 . (Previously Presented) 4-(2-anjiino-acetyl)-2-(S)-(4-fluoro-2-methy[- 
phenyl)-piperazine-1-carboxylic acid (3 f 5^bis-trifluoromethyl-benzyf)-methyl- 
amide hydrochloride. 



! 
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32. (Previously Presented) 2-(S)-(4-fluoro-2-methyl-phenyl)-piperazine- 
1-carboxylicacid [1-(R)-(3 p 5-bis-trifluororTiethyl-phenyl)-ethyl]-methyl-amide 
methanesulphonate. 



33. (Previously Presented) 2-(S)-(< 
1-carboxylic acid [1-(R)-(3 f 5-bis-trifluororhethyl 
acetate. 



-fluoro-2-methyl-phenyl)-piperazine- 
phenyl)-ethyl]-methyl-amide 



composition comprising a 
with one or more 



34. (Previously Presented) A pharmaceutical 
compound as claimed in claim 20 in admjxture 
physiologically acceptable carriers.or exc)pients 

35-37. (Cancelled.) 

38. (Previously Presented) A process (A) for the preparation of a 
compound as claimed in claim 20, wherein R 4 is hydrogen or a (CH 2 ) q R 7 
group, provided that when R 5 is a C 1-4 alkyl or a COR 6 group, R 5 is not in the 3 
position of the piperazine ring, which comprises reduction of a compound of 
formula (II), wherein (FU) a is hydrogen or p suitable nitrogen protecting group 
or (R4) a is a (CH 2 ) q R 7 group or protecting jderivatives thereof; or 




a process (B) for the preparation of a compound as claimed in claim 20, 
wherein R 4 is hydrogen or a (CH 2 ) r CO(Chjl 2 )pR 7 group which comprises the 
reaction of a compound of formula (VIII), yvherein (R 4 ) b represents a nitrogen 
protecting group or (R 4 )b is (CH 2 ) r CO(ChL) p R 7 or a protecting group thereof 
with triphosgene and an organic base followed by addition of the amine (V) 



I 
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(VIII) 

followed where necessary or desired by one or more of the following steps: 
(I) removal of any protecting group; j 

(ii) isolation of the compound as salt thereof; 

(iii) separation of a compound of formula (1) or derivative thereof into the 
enantiomers thereof i 

i 
I 

39. (Previously Presented) A methjod for the treatment of a depressive 
state in a mammal comprising administering to said mammal an effective 



amount of a compound of formula (I): 




wherein: 

R is a halogen atom or a C 1-4 alkyl group; 
R 1 is hydrogen or a C 1-4 alkyl group; 

R 2 is hydrogen, a alkyl, C 2 6 alkenlyl or a C 3-7 cycloalkyl group; or R 1 
and R 2 together with nitrogen and carbon atom to which they are attached 

respectively represent a 5-6 membered heterocyclic group; 
R 3 is a trifluoromethyl, a C 1-4 alkyl, a q M alkoxy, a trifluoromethoxy or a 
halogen group; 

R4 is hydrogen, a (CH 2 ) q R ? or a (CHAOO(CH 2 ) p R 7 group; 



R 5 is hydrogen, a alkyl or a COR, 



group; 
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t R 6 is hydrogen, hydroxy, amino, methylamino, dimethylamino a 5 
membered heteroaryl group containin j 1 to 3 heteroatoms selected from 
oxygen, sulphur and nitrogen or a 6 numbered heteroaryl group containing 
1 to 3 nitrogen atoms; 

i 

R 7 is hydrogen, hydroxy or NR 8 R 9 wherein R B and R g represent 
independently hydrogen or C 1 4 alkyl optionally substituted by hydroxy or 
by amino; 

R 10 is hydrogen, a Cm alkyl group or R 10 together with R 2 represents a C 3 7 
cycloalkyl group; 

m is zero or an integer from 1 to 3; 
n is zero or an integer from 1 to 3; 

both p and r are independently zero or an integer from 1 to 4; 
q is an integer from 1 to 4; 

provided that, when R t and R 2 together with nitrogen and carbon atom to 

which they are attached respectively represent a 5 to 6 membered 
heterocyclic group, 

i) m is 1 or 2; 

ii) when m is 1 , R is not fluorine and 

iii) when m is 2, the two substituents R are not both fluorine, 
or a pharmaceutical^ acceptable salt or solvate thereof. 



40. (Previously Presented) 
said mammal is man. 



The method according to claim 39, wherein 



41 . (Previously Presented) The method according to claim 39, wherein 
said depressive state is selected from the! group consisting of bipolar 
depression, unipolar depression, single njiajor depressive episodes, recurrent 
major depressive episodes, dysthymic disorder, neurotic depression, social 
phobia, dementia of Alzheimer's type, vascular dementia with depressed 
mood, mood disorders induced by alcohcjl, mood disorders induced by 
amphetamines, mood disorders induced by cocaine, mood disorders induced 
by hallucinogens, mood disorders induced by inhalants, mood disorders 



! 
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induced by opioids, mood disorders induced by phencyclidine, mood disorders 
induced by sedatives, mood disorders induced by hypnotics, mood disorders 
induced by anxiolytics and schizoaffective disorder of the depressed type. 



42. (Previously Presented) The method according to claim 39, wherein 
said depressive state is selected from thej group consisting of bipolar 
depression and unipolar depression. 



43. (Previously Presented) The method 
comprising administering an effective amount 



according to claim 39, further 
of a serotonin reuptake inhibitor. 



44. (Currently Amended) The method according to claim 43, wherein 
said serotonin reuptake inhibitor is selected from the group consisting of 
fluoxetine, ci al opr a ro citalopram. femoxetjne, fluvoxamine, paroxetine, 
indalpine, sertraline, zimeldine. j 

45. (Previously Presented) The method according to claim 39, further 
comprising administering an effective ambunt of a dopaminergic 
antidepressant. 



46. (Previously Presented) The method according to claim 45, wherein 
said dopaminergic antidepressant is selected from the group consisting of 
bupropion and amineptine. ! 



47. (Currently Amended) A methbd for the treatment of a depressive 
state in a mammal comprising administering to said mammal an effective 
amount of a compound selected from the group consisting of 
2-(4-fluoro-2-methyl-phenyl)~piperazine-1-carboxylicacid (3,5-bis- 

trifluoromethyl-benzyl)-methyl-amrde; 
2-(2-lsopropyl-phenyl)-piperazine-1-carboxylic acid (3,5-bis-trifluoromethyl- 

benzyl)-methyl-amide; j 
2-(4-Fluoro-3-methyl-phenyl)-piperazine- 1-carboxylic acid (3,5-bis- 

trifluoromethy[-benzyl)-methyl-amibe; 
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2-(2,4-Dffluoro-phenyl)-piperazine-1-carb ^xylic acid (3,5-bis-trifluoromethyl- 

benzyl)-methyl-amide; 
2-(4-fluoro-2-methyl-pheny[)-piperazine-1 L carboxylic acid [1-(3,5-bis- 

trifluoromethyl-phenyl)ethyl]-methyl-amide; 
2-(4-Fluoro-phenyl)- piperazine-1 -carboxylic acid (3,4-bis-trifluoromethyl- 

benzyl)-methyl-amide; 
2-Phenyl-piperazine-1 -carboxylic acid (3,p-bis-trifluoromethyl-benzyl)-methy|- 

amide; j 
2"(2 J 4-dichloro-phenyl)-piperazine-1-cart^oxylicacid (3,5-bistrifluoro-methyl- 

benzyl)-methyl-amide; 
2-(3,4-dichloro-phenyl)-piperazine-1-carboxylic acid (3,5-bistrrfluoro-methyl- 

benzyl)-methy l-a mide; 
2-(4-Fluoro-2-methyl-phenyl)-3-methyl-pi|3erazine-1-carboxylic acid (3,5-bis- 

trifluoromethyl-benzyl)-methyI-amiae; 
2-(2-Metliyl-4-Fluoro-phenyl)-6-Methyl- piperazine-1 -carboxylic acid (3,5-bis- 

trifluoromethyl-benzyl)-methyl-amifle; 



2 - (4 - fluoro 2 mothyl - ph e nyl) - p i poraz i no 1 



carboxy l ic acid [1 (3,5 biG 



trifluoromothy1 - phonyl)othyl] mothyl amido; 
4.(2-Amino-acetyl)-2-(S)-(4-fluoro-2-metriy]-phenyl)-piperazine-1-carboxylic 

acid (S^S-bis-trifluoromethyl-benzy^methyl-amide ; 
2 (S) (4 Fluoro - 2 - m e thy l- ph o ny l ) 1 (pipondino A oarbonylV - piporaz i no 1 



carboxy li c a cid (3,5 bic trifluorom e 



thy l- b e nzy O- m e thy l-a m i d e ; 



4-(2-Amino-ethyl)-2-(S)-(4-fluoro-2-m^ 

acid (3,5-bis4rifluoromethyl-benzy )-methyl-amide; 
2-(S)-(4-Fluoro-2-methyl-phenyl)-piperaz ne-1 -carboxylic acid [(1-3,5-bis- 

trifluoromethyl-phenyl)-cyclopropy]-methyl-amide; 
[2-(3,5-Bis-trifluoromethy^phenyl^ 

phenyl)-piperazin»1-yl]-methanone; 
[2-(3,5-Bi$-trifluoromethyl-phenyO^ 

fluoro-2-methyl-phenyl)-piperazin-h-yl]-methanone; 
2-(3,5-Bis-trifluoromethyl-phenyl)-^ 

phenyl)-piperazin-1-yl]-methartone; 
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2-(4-Fluoro-2-methyl-phenyl)-piperazine- 

trifluoromethyl-phenyl)-but-3-enyl]- 
2-(4-Fluoro-2-methyl-phenyl)-piperazine-1 -carboxylic acid [1 -(3 t 5-bis- 

trifluoromethyl-phenyl)-2-methy]-pilopyl]-methyl-amide; 
2-(4-Fluoro-2-methyl-phenyl)-piperazine-jl -carboxylic acid [(3,5-bis- 

tTifluoromethyl-pheny!)-cydopropyl-methyl]-methyl-amide; 
or an enantiomer, or pharmaceutical^ acjseptable salt or solvate thereof. 



48. (Previously Presented) 
said mammal is man. 



The method according to claim 47, wherein 



49. (Previously Presented) The method according to claim 47, wherein 
said depressive state is selected from the group consisting of bipolar 
depression and unipolar depression. 

50. (Previously Presented) The method according to claim 47, further 
comprising administering an effective ambunt of a serotonin reuptake inhibitor. 

i 

i 

51. (Currently Amended) The method according to claim 50, wherein 
said serotonin reuptake inhibitor is selected from the group consisting of 
fluoxetine, cialopram citalopram . femoxeijine, fluvoxamine, paroxetine, 
indalpine, sertraline, zimeldine. i 



4th 



52. (Previously Presented) The m« 
comprising administering an effective ampunt 
antidepressant. 



od according to claim 47, further 
of a dopaminergic 



53. (Previously Presented) The method according to claim 52, wherein 
said dopaminergic antidepressant is selected from the group consisting of 
buproprion and amineptine. 

54. (Cancelled.) 
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55. (Previously Presented) A methbd 
state in a mammal comprising administer ng 
amount of 4-(2-Amino-acetyl)-2-(SM4-flu aro 
carboxylic acid (3,5-bis-trifluoromethyl-be!nzyl) 



56. (Currently Amended) A methbd for the treatment of a depressive 



state in a mammal comprising administer 



NO. 4535 P. 14 



for the treatment of a depressive 
to said mammal an effective 
-2-methyl-phenyl)-piperazine-1 - 
methyl-amide hydrochloride. 



ng to said mammal an effective 



amount of 2 - (S) - (4 - F l uoro 2 mothy l pheny l ) piperazin e- 1 - carboxy li c acid [1 



m e thvl - amid e 2-(4-Fluoro-2-methvl- 



(RH3,5 - bi6 - tr i f l uoromothy l phony l ) ethy l ] 
phenyl)-piperazine-1 -carboxylic acid ri-^3.5-bis-trifluoromethvl-phenvh-ethvl1 



methyl-amide or an enantiomer or pharmaceutical^ acceptable salt or solvate 
thereof. 

57. (Previously Presented) the method according to claim 56, wherein 



said depressive state is selected from the 
depression and unipolar depression. 



58. (Previously Presented) 
state in a mammal comprising administenng 
amount of 2-(S)-(4-Fluoro-2-methyl-phenyl) 
(R)-(3,5-bis-trifluoromethyl-phenyl)-ethyl]^methyl 



group consisting of bipolar 



A methbd for the treatment qf a depressive 
to said mammal an effective 
-piperazine-1 -carboxylic acid Il- 
l-amide methansulphonate. 



59. (Previously Presented) The method according to claim 58, wherein 
said depressive state is selected from the| group consisting of bipolar 
depression and unipolar depression. ! 



60. (Previously Presented) A method for the treatment of a depressive 
state in a mammal comprising administering to said mammal an effective 
amount of 2-(SH4-Fluoro-2-methyl-phenyl)-piperazine-1-carboxylic acid [1- 
(RJ^S^-bis-trifluoromethyl-phenyOrethylljmethyl-amide acetate. 



12 of 31 



'AGE 14/33 * RCVD AT 8/412004 1 1 ;25;29 AM [Eastern Daylight Time] ' SVR:USPT0-EFXRF-1/2 * DNIS: 8729306 * CSID:919 483 7988 * DURATION (mm-ss): 07-56 



AUG. 4. 



2004 12:14PM GLAXO WELLCOME 



NO. 4535 P. 



15 



PI3806USW 

61. (Previously Presented) The method according to claim 60, wherein 
said depressive state is selected from the group consisting of bipolar 
depression and unipolar depression. 

i 

62. (Previously Presented) A methbd for the treatment of a nxiety in a 
mammal comprising administering to saic mammal an effective amount of a 
compound of formula (I): 

R 5 





wherein: 

R is a halogen atom or a alkyl grdup; 

is hydrogen or a C 1-4 alkyl group; 

R 2 is hydrogen, a alkyl, C 2 6 alkenVl or a C 3 7 cycloalkyl group; or R 1 

and R 2 together with nitrogen and carbon atom to which they are attached 

respectively represent a 5-6 membered heterocyclic group; 

R 3 is a trifluoromethyl, a alkyl, a alkoxy, a trifluoromethoxy or a 

halogen group; 

R 4 is hydrogen, a (CH 2 ) q R ? or a (CH 2 ),CO(CH 2 ) p R 7 group; 

R 6 is hydrogen, a alkyl or a COR 6 group; 

R 6 is hydrogen, hydroxy, amino, methylamino, dimethylamino a 5 

membered heteroaryl group containing 1 to 3 heteroatoms selected from 
oxygen, sulphur and nitrogen or a 6 numbered heteroaryl group containing 
1 to 3 nitrogen atoms; j 

R 7 is hydrogen, hydroxy or NR 8 R 9 wherein R g and R 9 represent 
independently hydrogen or C 1t4 alkyl optionally substituted by hydroxy or 
by amino; 
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R 10 is hydrogen, a Cm alkyl grdup or R 10 together with R 2 represents a C 3 . 7 
cycloalkyl group; 

m is zero or an integer from 1 to 3; ! 
n is zero or an integer from 1 to 3; 

both p and r are independently zero of an integer from 1 to 4; 
q is an integer from 1 to 4; 

provided that, when and R 2 together with nitrogen and carbon atom to 
which they are attached respectively rjepresent a 5 to 6 membered 
heterocyclic group, 

i) m is 1 or 2; 

ii) when m is 1 , R is not fluorine and 

iii) when m is 2, the two substituents Ft are not both fluorine, 
or a pharmaceutical^ acceptable salt or solvate thereof. 



63. (Previously Presented) 
said mammal is a human. 



The method according to claim 62, wherein 



64. (Previously Presented) The method according to claim 62, further 

comprising administering an effective amount of a serotonin reuptake inhibitor. 

i 
i 

65. (Currently Amended) The method according to claim 64, wherein 
said serotonin reuptake inhibitor is selected from the group consisting of 
fluoxetine, c ial opr a m citalopram. femoxetjne, fluvoxamine, paroxetine, 
indalpine, sertraline, zimeldine. 



66. (Previously Presented) The method 
comprising administering an effective amount 
antidepressant. 



according to claim 62, further 
of a dopaminergic 



67. (Previously Presented) The method 
said dopaminergic antidepressant is selected 
buproprion and amineptine. 



according to claim 66, wherein 
from the group consisting of 



I 
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68. (Currently Amended) A method for the treatment of anxiety in a 
mammal comprising administering to said mammal an effective amount of a 
compound selected from the group consisting of 
2-(4-f luoro-2-methyl-phenyl)-piperazine-1 -carboxylic acid (3,5-bis- 

trifluoromethyl-benzyl)-m ethyl-amide; 
2-(2-lsopropyl-phenyl)-piperazine-1 -carboxylic acid (3,5-bis-trif luoromethyl- 

benzyl)-rnethyl-amide; ! 
2-(4-Fluoro-3-methyl-phenyl)-piperazrne-[l -carboxylic acid (3,5-bis- 

trifluoromethyLbenzyl)-methyl-ami de; 
2-{2,4-Difluoro-phenyl)-piperazine-1 -carboxylic acid (3,5-bis-trifluoromethyl- 

benzyl)-methyl-amide; 
2-(4-fluoro-2-methyl-phenyl)-piperazine-1|-carboxylic acid [1-(3,5-bis- 

trifluoromethyl-phenyl)ethyl]rmethyi-amide; 
2-(4-Fluoro-phenyl)~ piperazine-1-carboxylic acid (3,4-bis-trifluoromethyl- 

benzyl)-methyl-amide; ! 

i 

2-Phenyl-piperazine-1-carboxylic acid (3,^-bis-trifluoromethyl-benzyl)-methyl- 
amide; 

2-(2,4-dichIoro-phenyl)-piperazine-1 -carboxylic acid (3,5-bistrifluoro-methyl- 

benzyl)-methyl-amide; 
2-(3,4-dichloro-phenyl)-piperazine-1-carb|oxylic acid (3,5-bistrifluoro-methyl- 

benzyl)-methyl-amide; i 
2-(4-Fluoro-2-methyl-phenyl)-3-methyl-piperazine-1 -carboxylic acid (3 F 5-bis- 

trifluoromethyt-benzyl)-methyl-amijde; 
2-(2-Methyl-4-Fluoro-phenyl)-6-Methyl- piperazine-1 -carboxylic acid (3,5-bis- 

trifluoromethyf-benzyl)-methyl-ami!de; 
2 - (4 - fluoro 2 methyl pheny l ) - p i p e r a z i n e- l[ - carboxy l ic ac i d [1 - (3,5 - bis - 

trif l uorom e thyl - ph e nylj e thy l j - m e thyl -a m i d ej- 



4-(2-Amino-acetyl)-2-(S)-(4-fluoro-2-methyl-phGnyl)-piperazine-1-carboxylic 



acid (3,5-bis-trifluoromethyl-benzy 



2 - (S) - ( 4- F l uoro - 2 - m o thy l phonyl) A (piporidino A GQrbonyl) - p i peraz i nQ - 1 



oarboxylio acid (3,5 - bi s- trif l uorom 9 thyl - bonzyl) mothyl - am i do; 



4-(2-Amino-ethyl)-2-(S)-(4-fluoro-2-methi 
acid {3,5-bis-trtfluoromethyl-benzyh 



)-methyl-amide ; 



l-phenyl)-piperazine-1-carboxylic 
methyl-amide; 
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2-(S)-(4-Fluoro-2-methyl-phenyl)-piperaz ne-1-carboxylic acid [(1-3,5-bis- 

trifluoromethyl-phenyl)'Cyclopropyn-methyl-amide; 
[2-(3,5-Bis-trifluoromethyl-phenyl)-pyiTolldin-1-yl]-[2-(S)-(4-fluoro-2-methyl- 

phenyl)-piperazin-1-yl]-methanone; 
[2-(3,5-Bis-trifluoromethyl-phenyl)-3,6-d^ 

fluoro-2-methyl-phenyl)-piperazin-[I-yl]-methanone; 
2-(3 p 5-Bis-trffiuoromethyl-phenyl)-piperid^^ 

phenyl)-piperazin-1-yl]-methanone; 
2-(4-Fluoro-2-methyl-phenyl)-piperazine|1-carboxylic acid [1-(3 f 5-bis- 

trifluororriethyhphenyl)-but-3-enyl]Tmethyl-amide; 
2-(4-Fluoro-2-methyl-phenyl)-piperazine-1-carboxylic acid [1-(3,5-bis- 

trifluoromethyl-phenyO^-methyl-pl-opylJ-methyl-amide; 
2-(4-Fluoro-2-methyl-phenyl)~piperazine-|l-carboxylic acid [(3,5-bis- 

trifluoromethyl-phenyl)-cyclopropy|-methyl]-methyl-amide; 

i 

or an enantiomer, or pharmaceutical^ acceptable salt or solvate thereof. 



69. (Previously Presented) 
said mammal is a human. 



The method according to claim 68, wherein 



70. (Previously Presented) The method according to claim 68, further 
comprising administering an effective amount of a serotonin reuptake inhibitor. 



71. (Currently Amended) The method 
said serotonin reuptake inhibitor is selected 
fluoxetine, c ial opr a m citalopram. femoxetine 
indalpine, sertraline, zimeldine. 



72. (Previously Presented) The method 
comprising administering an effective amount 
antidepressant. 



according to claim 70, wherein 
from the group consisting of 
, fluvoxamine, paroxetine, 



according to claim 68, further 
of a dopaminergic 
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73. (Previously Presented) The method according to claim 72, wherein 
said dopaminergic antidepressant is selected from the group consisting of 
buproprion and amineptine. 



74. (Cancelled.) 

75. (Previously Presented) A method for the treatment of anxiety in a 
mammal comprising administering;to said mammal an effective amount of 4- 
(2-Amino-acetyl)-2-(S)-(4-fluoro-2-methy|Lphenyl)-piperazine-1-carboxylic acid 
(3,5-bi$-trifluoromethyt-benzyl)-methyl-amide hydrochloride. 



76. (Currently Amended) A 
mammal comprising administering to sai 



(S) - (4 - F l uoro - 2 - m e thyl phony l ) piporaz i no 1 Garboxylio add [1 (R) (3,5 bio 



methbd for the treatment of anxiety in a 
mammal an effective amount of 2- 



trffluorom a thy l- phonvn othv l l mothv l amido 2-(4~fluoro-2~methvl-phenv0- 
piperazine-1 -carboxylic acid [I^B.S-bis-tr'ifluoromethyl-pheny^ethyll-methyl- 
amide or an enantiomer or pharmaceutical^ acceptable salt or solvate 
thereof. 



77. (Previously Presented) A methbd for the treatment of anxiety in a 
mammal comprising administering to saic mammal an effective amount of 2- 
(S)-(4-Fluoro-2-methyl-phenyl)-piperazin^1 -carboxylic acid [1-(R)'(3.5-bis» 
trifluoromethyl-phenyl)-ethyl]"methyl-ami(jle methansulphonate. 

i 

i 



78. (Previously Presented) A methjod for the treatment of anxiety in a 
mammal comprising administering to said mammal an effective amount of 2~ 
(S)-(4-Fluoro-2-methyl-phenyl)-piperazine-1 -carboxylic acid [1 -(R)-(3 p 5-bis- 
trifluoromethyl-phenyI)-ethyl]-methyl-amidle acetate. 
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79. (Previously Presented) A methjod for the treatment of a panic 
disorder in a mammal comprising administering to said mammal an effective 
amount of a compound of formula (I): 



R 





wherein: 

R is a halogen atom or a C 1-4 alkyl grdup; 
R 1 is hydrogen or a C 1-4 alkyl group; 

R 2 is hydrogen, a C, 4 alkyl, C 2 ^alkeriyl or a C 3 7 cycloalkyl group; or R 1 

and R 2 together with nitrogen and carbon atom to which they are attached 

respectively represent a 5-6 membered heterocyclic group; 
R 3 is a trifluoromethyl, a C 14 alkyl, a C M alkoxy, a trifluoromethoxy or a 

halogen group; j 

R 4 is hydrogen, a (CH 2 ) q R 7 or a (CH ? )jCO(CH 2 ) p R 7 group; 

R 5 is hydrogen, a C 1-4 alkyl or a COR^ group; 

R 6 is hydrogen, hydroxy, amino, methylamino, dimethylamino a 5 

membered heteroaryl group containing 1 to 3 heteroatoms selected from 

oxygen, sulphur and nitrogen or a 6 nnembered heteroaryl group containing 

1 to 3 nitrogen atoms; 

R 7 is hydrogen, hydroxy or NR 8 R g wherein R Q and R 9 represent 
independently hydrogen or alkyl optionally substituted by hydroxy or 
by amino; 

R 10 is hydrogen, a Ci^ alkyl group or p 1Q together with R 2 represents a C 3-7 

cycloalkyl group; j 
m is zero or an integer from 1 to 3; 
n is zero or an integer from 1 to 3; 

both p and r are independently zero or an integer from 1 to 4; 



18 of 3,1 j 
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q is an integer from 1 to 4; 
provided that, when R 1 and R 2 together with nitrogen and carbon atom to 
which they are attached respectively ifepresent a 5 to 6 membered 
heterocyclic group, 

i) m is 1 or 2; 

ii) when m is 1 , R is not fluorine and I 

iii) when m is 2, the two substituents R are not both fluorine, 
or a pharmaceutical^ acceptable salt i 



I 



80. (Previously Presented) 
said mammal is a human. 



or solvate thereof. 



The method according to claim 79, wherein 



I 



81 . (Previously Presented) The method according to claim 79 r further 
comprising administering an effective ambunt of a serotonin reuptake inhibitor. 

82. (Currently Amended) The method according to claim 81 , wherein 
said serotonin reuptake inhibitor is selected from the group consisting of 
fluoxetine, oialopram citalopram , femoxetline, fluvoxamine, paroxetine,^ 



indalpine, sertraline, zimeldine. 



I 



83. (Previously Presented) The method according to claim 79, further 
comprising administering an effective amount of a dopaminergic 
antidepressant. 



84. (Previously Presented) The method 
said dopaminergic antidepressant is selected 
buproprion and amineptine. 



according to claim 83, wherein 
from the group consisting of 



85. (Currently Amended) A method for the treatment of a panic 
disorder in a mammal comprising administering to said mammal an effective 
amount of a compound selected from the group consisting of 
2-.(4-fluoro-2-methyl-phenyl)-piperazine-1|-carboxylic acid (3,5-bis- 

trifluoromethyl-benzyl)-methyl-amitle; 

i 

■I 

; i 

I i 

! ■ : 
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2-(2-lsopropyl-phenyl)-piperazine-1-carboxylic acid (3,5-bis-trifluoromethyl- 

benzyl)-methyl-amide; 
2-(4-Fluoro-3-methyl-phenyl)-piperazine-1-carboxylic acid (3,5-bis- 

trifluoromethyl-benzyl)~methyl-amide; 
2-(2,4-Difluoro-phenyl)-piperazine-1 -cart^oxylic acid (3,5-bis-trifluoromethyl- 

benzyl)-methyl-amide; 
2-(4-fluoro-2-methyl-phenyl)-piperazine-"j-carboxylic acid [1-(3,5-bis- 

trifluoromethyl-phenyl)ethyl]-methYl-amide; 
2-(4-Fluoro-phenyl)- piperaziae-1-carboxyiic acid (3,4-bis-trifluoromethyl- 

benzyl)-methyl-amide; i 

2-Phenyl-piperazine-1-carboxylic acid (3,!5-bis-trifluoromethyl-benzyl)-methyl- 

i 

amide; j 

i 

2-(2 p 4-dichloro-phenyl)-piperazine-1-carHoxylic acid (3,5-bistrifluoro-methyl- 

benzyl)-methyl-amide; ! 
2-(3,4-dichloro-pheny|)-piperazine-1-carbjoxylic acid (3,5-bistrifluoro-methyl- 

benzyl)-methyl-amide; ' 
2-(4-Fluoro-2-methyl-phenyl)-3-methyl-piperazine-1-carboxy)ic acid (3,5-bis- 

trifluoromethyl-benzyi)-methyl-amide; 

2-(2-Methyl-4-Fluoro-phenyl)-6-Methyl- p perazine-l-carboxylic acid (3,5-bis- 

trifluoromethyl-benzyl)*methy[-amiae; 
o 



2-(4 fluoro 2 ■ methy l- p heR y <>- p i p er az ine 1 



trifluQFom e thyl - phe n yl) e thy l ] - m e thy l-a mid Q; 



4-(2-Amino-acetyl)-2-(SH4-fluoro-2-methyl-phenyl)-piperazine-1-carboxylic 
acid (3 r 5-bis-trifluoromethyl-benzy )~methyl-amide ; 

2 - (S) ^ (^1 - F l uo r o ^ 2 - m e thy l- ph e ny l )^ " (pip e r|din0 A carbonyl) piporazino - 1 - 
c a rboxy l fc a cid (3 t 5 - bi 8^ trif l uoromethy l- b e nzy l ) - m e thyl amido; 



carboxyl i G acid [1 (3,5 bfe 



4-(2-Amino-ethyl)-2-(S)-(4-fluoro-2-^ 

acid (3,5-bis-trifluoromethyl-benzy )-methyl-amide; 
2-(S)-(4-Fluoro-2-methyl-phenyl)-piperaz ne-1-carboxylic acid [(1-3,5-bis- 

trifluorornethyl-phenyl)-cyc[ppropy(]-methyl-amide; 
[2-(3,5-Bis-trifluoromethyl-phe^^ 

i 

phenyl)-piperazin-1-yl]-methanonej; 



i 20 of 3,1 ! 
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[2-(3,5-Bis-trffluoromethyl-phenyl)-3,6-d^ 



fluoro-2-methyf-phenyl)-piperazm- 



1-yl]-methanone; 



2-(3 t 5-Bis4rffluoromethyl«phenyl)-piperidin-1-y]]-[2-(S)-(4-fluoro-2-m 

phenyl)-piperazrn-1-yl]-methanone; 
2-(4-Fluoro-2-methyl-phenyl)-piperazine|l -carboxylic acid [1 -(3,5-bis- 



methyl-amide; 
1-carboxylic acid [1-(3,5-bis- 



trifluoromethyl-phenyl)-but-3~eny[] 
2-(4-Fluoro-2-methyl-phenyl)-piperazine 

trifluoromethyl-phenyl)-2-methyl-propylJ-methyl-amide; 
2-(4-Fluoro-2-methyl-phenyl)-piperazine-fl -carboxylic acid [(3,5-bis- 

trifluoromethyl-phenyl)-cyclopropy -methyl]-m ethyl-amide; 
or an enantiomer, or pharmaceutically acjceptable salt or solvate thereof. 



P. 23 
i 



86. (Previously Presented) 
said mammal is a human. 



The method according to claim 85, wherein 



87. (Previously Presented) The method according to claim 85, further 

i 

comprising administering an effective amjount of a serotonin reuptake inhibitor. 

i 

! 

88. (Currently Amended) The method according to claim 87, wherein 
said serotonin reuptake inhibitor is selected from the group consisting of 
fluoxetine, cialopram citalopram . femoxetine, fluvoxamine, paroxetine, 
indalpine, sertraline, zimeldine. i 

i 
! 

89. (Previously Presented) The method according to claim 85, further 
comprising administering an effective amount of a dopaminergic 
antidepressant. i 



90. (Previously Presented) The method according to claim 89, wherein 
said dopaminergic antidepressant is selected from the group consisting of 
buproprion and amineptine. 



91. (Cancelled.) 



! 



I 
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92. (Previously Presented) A method 
disorder in a mammal comprising administering 
amount of 4-(2-Amino-acetyl)-2-(S)-(4-f \i oro-2 
carboxylic acid (3,5-bis-trifluoromethyl-benzyl> 



for the treatment of a panic 
to said mammal an effective 
-methyl-phenyl)-piperazine-1- 
methyl-amide hydrochloride. 



93. (Currently Amended) A method for the treatment of a panic 
disorder in a mammal comprising administering to said mammal an effective 
amount of 2 - (S) - ( 4- F l uoro - 2 - methy l- ph e njyl) p i porazino 1 oo r boxy li c a c i d [1 
(R) - (3,5 ^ b i&- t f tf l uofOm e thv l- ohonvO othy l l j methy l amido 2-(4-fluoro-2-methyl- 
phenvl)-Diperazine-1-carboxvlic acid M-(3,5-bis-trifluoromethyl-phenvl)ethvll- 
methvl-amide or an enantiomer or pharmjaceutically acceptable salt or solvate 
thereof. 



94. (Previously Presented) A methlod for the treatment of a panic 
disorder in a mammal comprising administering to said mammal an effective 
amount of 2-(S)-(4-Fluoro-2-methyl-pheny|)-piperazine-1 -carboxylic acid [1- 
(RJ-ta^-bis-trifluoromethyl-phenylJ-ethy^methyl-amide methansuiphonate. 



95. (Previously Presented) A methjod for the treatment of a panic 
disorder in a mammal comprising administering to said mammal an effective 
amount of 2-(S)-(4-Fluoro-2-methyl-phenyl)-piperazine-1-carboxylic acid [1 - 



(R)-(3 f 5-bis-trifluoromethyl-phenyl)-ethyl] 



96. (Previously Presented) A methpd for the treatment of a 
gastrointestinal disorder in a mammal comprising administering to said 
mammal an effective amount of a compound of formula (I): 



methyl-amide acetate. 





«*>„ 



wherein: 



: 22 of 3jl 
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R is a halogen atom or a a|kyl group; 
R 1 is hydrogen or a alkyl group; 

R 2 is hydrogen, a C 14 alkyl, C 2 ^ alkenyl or a C 3-7 cycloalkyl group; or R 1 
and R 2 together with nitrogen and carbon atom to which they are attached 

respectively represent a 5-6 membered heterocyclic group; 

i 

R 3 is a trifluoromethyl, a alkyl, a (E M alkoxy, a trfftuoromethoxy or a 
halogen group; i 



R 4 is hydrogen, a (CH 2 ) q R 7 or a (CH 2 ) 



CO(CH 2 ) p R 7 group; 



R 5 is hydrogen, a C M alkyl or a COR 6 group; 
R 6 is hydrogen, hydroxy, amino, meth^lamino, dimethylamino a 5 
membered heteroaryl group containing 1 to 3 heteroatoms selected from 
oxygen, sulphur and nitrogen or a 6 membered heteroaryl group containing 
1 to 3 nitrogen atoms; j 

R 7 is hydrogen, hydroxy or NR a R 9 wherein R fi and R g represent 
independently hydrogen or C 14 alkyl optionally substituted by hydroxy or 
by amino; 

R 10 is hydrogen, a Ci^ alkyl group or R 10 together with R 2 represents a C^ 7 

cycloalkyl group; ; 
m is zero or an integer from 1 to 3; 
n is zero or an integer from 1 to 3; 

both p and r are independently zero or an integer from 1 to 4; 
q is an integer from 1 to 4; 

provided that, when R 1 and R 2 together with nitrogen and carbon atom to 
which they are attached respectively tlepresent a 5 to 6 membered 
heterocyclic group, 

i) m is 1 or 2; 

ii) when m is 1 , R is not fluorine' and 

Hi) when m is 2, the two substituents R are not both fluorine, 
or a pharmaceutical^ acceptable salt jor solvate thereof. 



I 

I 
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97. (Previously Presented) The method according to claim 96, wherein 
said mammal is a human. 

i 

98. (Previously Presented) The method according to claim 96 ( wherein 

sard gastrointestinal disorder is irritable bjowel syndrome. 

i 
i 

! 

99. (Previously Presented) The method according to claim 96, further 

comprising administering an effective ampunt of a 5HT3 antagonist. 

j 

100. (Previously Presented) The method according to claim 99, wherein 
said 5HT3 antagonist is selected from the group consisting of ondansetron, 
granisetron and metoclopramide. | 

101. (Currently Amended) A method for the treatment of a 
gastrointestinal disorder in a mammal comprising administering to said 
mammal an effective amount of a compound selected from the group 
consisting of 

2-(4-fluoro-2-methyl-pheny|)-piperazine-1|-carboxylic acid (3,5-bis- 

trifluoromethyl-benzyl)-methyl-ami|de; 
2-(2-lsopropyl-phenyl)-piperazine-1-carboxylic acid (3,5-bis-trifluoromethyl- I 

benzyl)-methyl-amide; 
2-(4-Fluoro-3-methyl-phenyl)-piperazine-1-carboxylic acid (3,5-bis- 

trifluoromethyl-benzyl)-methyl-amitie; \ 
2-(2,4-Difluoro-phenyl)-piperazine-:1-carbbxylic acid (3,5-bis-trifluoromethyl- j 



benzyl)-methyl-amide; 



■carboxylic acid [1-(3,5-bis- 



2-(4-fluoro-2-methyl-phenyl)-piperazine-1- 

trifluoromethyl-phenyl)ethyll-methyl-amide; 

2-(4-Fluoro~phenyl)- piperazine-1-carbox^lic acid (3,4-bis-trifluoromethyl- | 

; 1 i 

benzyl)-methyl-amide; 5 

2-Phenyl-piperazine-1 -carboxylic acid (3,j5-bis-trifluoromethyl-benzyl)-methyl- j 

amide; j j 

2-(2,4-dichloro-phenyl)-piperazine-1 -carboxylic acid (3,5-bistrif luoro-methyl- I 

benzyl)-methyl-amide; | ! 

i ' 

; i 
! i 

: i 
1 J 

1 24 of 31 

: I 

I 

PAGE 26/33 * RCVD AT 8/412004 11:25:29 AM [Eastern Daylight Time] * SVR:USPT0-EFXRF-1/2 • DNIS:8729306 * CSID:919 483 7988 » DURATION (mm-ss);07.56 



AUG. 4.2004 12:17PM GLAXO WELLCOME 



PI3806USW 



NO. 4535 P. 27 

i 

i 



1 



trif l uorom e thy l- ph e nyl)ethy l ] mothyl amido; 
4-(2-Amino-acetyl)-2-(S)-(4-fluoro-2-me^ 

acid (S.S-bis-trifluoromethyl-benzy^-methyl-amide ; 
2 - (S) -(4 ^u Q TO - 2 - m e tby t iDh e fiy l )"4 ' (pipQi|id i n 1 carbony l ) p i porazino 4» 

o a rt>ox yli c -a ord (3,5 - b i6 4rif l uorQm 4 thy l- b e nzy l ) mothyl amido; 



4-(2-Amino^thyl)-2-(S)-(4-fluoro-2-methyl-phenyl)-piperazine-1-carboxylic 



)-methyl-amide; 

ne-1 -carboxylic acid [(1-3,5-bis- 



acid (3,5-bis-trifluoromethyl T benzy ; 
2-(S)-(4-Fluoro-2-methyl-phenyl)-piperazi 

trifluoromethyl-phenyl)-cyclopropy ]-methyl-amide; 
[2~(3,5-Bis-trmuoromethyl-pheny[)-pyr^ 

phenyl)-piperazin-1-yl]-methanon^; 
[2-(3,5-Bis-trifluoromethyl-p^ 

fluoro-2-methyl-phenyl)-pipera2io-1-yl]-methanone; 
2-(3 1 5-Bis4rifIuoromethyl-phenyl)-piperi^^ 

phenyl)-piperazin-1-yl]-methanone|; 
2-(4-Fluoro-2-methyl-phenyl)-piperazine]l-cart>oxylic acid [1-(3 f 5-bis- 

trifluoromethyI-phenyl)-but-3-enyl]7methyl-amide; 
2-(4-FIuoro-2-methyl-phenyl)-piperazine-1-carboxylic acid [1-(3,5-bis- 

trifluoromethyl-phenyl)-2-rnethyl-propyl]-rriethyl-amide; 
2-(4-Fluoro-2-methyl-phenyl)-piporazine-jl-carboxylic acid [(3,5-bis- 

trifluoromethyl-phenyl)-cyclopropyl-methyl]-methyl-amide; 

or an enantiomer, or pharmaceutical^ acbeptable salt or solvate thereof. 

i 

! 

i 

102. (Previously Presented) The method according to claim 101 , 
wherein said mammal is a human. 



i 



2-(3,4-dichloro-phenyl)-piperazine : 1 -carboxylic acid (3,5-bistrifluoro-methyl- j 

benzyl)-methyl-amide; j 

i 

2-(4-Fluoro-2-methyl-phenyl)-3-methyl-pi^erazine-1 -carboxylic acid (3,5-bis- 
trifluoromethyl-benzyl)-methyl-amlde; 

2-(2-MethyM-Fluoro-phenyl)-6-Methyl- pjiperazine-1 -carboxylic acid (3,5-bis- 

i 

trifluoromethyl-benzyl)-methyl-amJde; 
2 - ( 4- fluero - 2 - rn 9 thy l ph e nyl) p i perazino 1 Garboxytic a cid [1 - (3,5 - bi s- 



' 25 ofil ! 

' I ! 

PAGE 27/33 * RCVD AT 8/4I2004 1 1:25:29 AM [Eastern Daylight Time] * SVR:USPT0-EFXRF-1/2 * DNIS:8729306 ' CSID:919 483 7988 * DURATION (miMS):07-56 



AUG. 4. 2004 1 2:1 7PM 



PI3806USW 



GLAXO WELLCOME 



NO. 4535 P. 28 



103. (Previously Presented) The method according to claim 101, 



rritable bowel syndrome. 



wherein said gastrointestinal disorder is i 



104. (Previously Presented) The method according to claim 101 , further 
comprising administering an effective anjount of a 5HT3 antagonist. 



105. (Previously Presented) The method according to claim 104, 
wherein said 5HT3 antagonist is selectee) from ondansetron, granisetron and 

metodopramide. ! 

i 
j 

106. (Cancelled.) 



1 07. (Previously Presented) A method for the treatment of a 
gastrointestinal disorder in a mammal comprising administering to said 
mammal an effective amount of 4-(2-Amipo-acetyl)-2-(S)-(4-fluoro-2-methyf- 
phenyl)-piperazine-1-carboxylic acjd (3,5- 
amide hydrochloride. 



bis-trifluoromethyl-benzyl)-methyl- 



1 08. (Currently Amended) A method for the treatment of a 

gastrointestinal disorder in a mammal comprising administering to said 

i 

mammal an effective amount of 2 (S) (4 f l uoro - 2 - methy] - ph e ny l ) - pip e razino 
1 - oarboxyi i cacld [1 (R) (3,5 bic trffluoronj)othy l- phonyl) -e thy l ] mothy l umido 2^ 
r4-fluoro-2-methvl-phenvlVDiDerazine-1-carboxylicacid n-(3,5-bis- 
trrfluoromethvl-Dhenvnethvn-methvUamid e or an enantiomer or 
pharmaceutical^ acceptable salt or solvate thereof. 



109. (Previously Presented) The method according to claim 108, 
wherein said gastrointestinal disorder is irritable bowel syndrome. 

i 
i 

i 

110. (Previously Presented) A methjod for the treatment of a 
gastrointestinal disorder in a mammal comprising administering to said 
mamma! an effective amount of 2-(SM4-fluoro-2-methyl-phenyl)-piperazine- 
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1 -carboxylic acid [1 -(R)-(3,5-bis-trifluoromethyl-phenyl)-ethyl]-methyl-amide 
methansulphonate. 

111. (Previously Presented) The method according to claim 1 1 0. 
wherein said gastrointestinal disorder is irritable bowel syndrome. 

112. (Previously Presented) A method for the treatment of a 

gastrointestinal disorder in a mammal comprising administering to said 

i 

mammal an effective amount of 2-(S)-(4-pluoro-2-methyl-phenyl)-piperazine- 
1-carboxylic acid [1-(R)-(3,5-bis-trifluoroi4iethyl-phenyl)-ethyl]-methyl-amide 



acetate. 



I 



113. (Previously Presented) The method according to claim 112, 
wherein said gastrointestinal disorder is irritable bowel syndrome. 



1 14. (Currently Amended) 



2 (S) (4 F l uoro 2 mothyl-ph e ny l )- 



p i per a zin o- 1 c a rboxy li c a cid [1- (R) - (3,5 - b i s trifluoromothyl phony l ) -e thy l ] - 
methv l amido 2-(4~Fluoro-2-methyl-phenvl)-piperazine-1 -carboxylic acid [1- 
(3.5-bis-trifluoromethvl-phenvnethvll-methvl-amide or an enantiomer or 
pharmaceutically acceptable salt or solvajte thereof. 



P. 29 
i 



115. (Previously Presented) The method according to claim 56, further 
comprising administering an effective amjount of a serotonin reuptake inhibitor. 

1 1 6. (Currently Amended) the method according to claim 1 1 5, 
wherein said serotonin reuptake inhibitor is selected from the group consisting 
of fluoxetine, cia l opram citalopram . femo^cetine, fluvoxamine, paroxetine, 
indalpine, sertraline, zimeldine. 

117. (Previously Presented) The method according to claim 76, further 

! i 
comprising administering an effective amjount of a serotonin reuptake inhibitor. 
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1 1 8. (Currently Amended) The method according to claim 1 1 7, 
wherein said serotonin reuptake inhibitor is selected from the group consisting 
of fluoxetine, sia topram citalopram , femoxetine, fluvoxamine, paroxetine, 
indalpine, sertraline, zimeldine. 



1 19. (Previously Presented) The method according to claim 93, further 

comprising administering an effective aniount of a serotonin reuptake inhibitor. 

i 

I 

120. (Currently Amended) The method according to claim 119, 
wherein said serotonin reuptake inhibitors selected from the group consisting 
of fluoxetine^ o ial opra m citalopranr . femoxetine, fluvoxamine, paroxetine, 
indalpine, sertraline, zimeldine. 



121 . (Previously Presented) The phjarmaoeutical composition according 

to claim 34 further comprising a serotonirji reuptake inhibitor. 

» 

! 

i 

122. (Currently Amended) The pharmaceutical composition according 
to claim 121. wherein said serotonin reuptake inhibitor is selected from the 
group consisting of fluoxetine, sia l opram jcitalopram . femoxetine, fluvoxamine, 
paroxetine, indalpine, sertraline, zimeldin^. 



123. (Currently Amended) The pharmaceutical composition according ! 
to claim 34, wherein said compound of formula (I) is 2 (S) (4 Fluoro - 2 - m e thyJ - 
phonyl) p i porazino 1 corboxyl i c ac i d [1 (fj ! ) (3 r 5 bio tr i fluorom e thy l- p henyl) 
othylT mothy l amido 2-(4-fIuoro-2-methvhbhenvlVDiperazine-1-carboxvlicacid j 
ri-(3.5-bis-trifluoromethvl-Dhenvhethvl1-rriethvl-amide or an enantiomer or j 
pharmaceutical^ acceptable salt or solvajte thereof. | 

« ! 

124. (Previously Presented) The pharmaceutical composition according , 
to claim 123, further comprising a serotonin reuptake inhibitor. | 

i ' 

I ! 

125. (Currently Amended) The pharmaceutical composition according j 

to claim 124, wherein said serotonin reuptake inhibitor is selected from the 

I ! 

; -! 

; | 
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group consisting of fluoxetine, dalopram 



titalopram . femoxetine, fluvoxamme, 



paroxetine, indalpine, sertraline, zimeldirie. 



126. (Previously Presented) The pharmaceutical composition according 

i 

to claim 34 further comprising a ddpaminjergic antidepressant. 



127. (Previously Presented) The pharmaceutical composition according 



to claim 126, wherein said dopaminergic 



antidepressant is selected from the 



group consisting of buproprion and amineptine 

■ i 

128. (Currently Amended) The pharmaceutical composition according 
to claim 123 further comprising a se rotonin r e upt a k e inhib i to f dopaminergic 
antidepressant. 



129. (Currently Amended) 



The pharmaceutical composition according 



to claim 434 128 . wherein said dopaminergic antidepressant is selected from 
the group consisting of buproprion and amineptine 
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